the increase in the incidence of bronchiolitis during infancy paralleled the subsequent increase in the cumulative incidence of current high-risk asthma defined between 4 and 5.5 years of age and offset by 5 years from the birth season in the same cohort of children.
CONCLUSIONS. This study demonstrates that the timing of birth in relation to the winter virus season confers a differential and definable risk of developing early asthma, establishing winter virus seasonality as a causal factor in asthma development. The authors have demonstrated that increasing rates of infant bronchiolitis in the past 10 years parallel the 5-year-offset increases in asthma at 5 years of age among these children.
REVIEWER COMMENTS. Timing of birth in relation to the winter virus peak independently predicts asthma development, with the highest risk estimated to be birth at 121 days before the winter virus peak of any given year. This age confers a 29% increased risk of developing childhood asthma. These findings, taken with findings from the Childhood Origins of Asthma study (reviewed above), are exciting and will fuel the debate about interventions for avoiding viral infections in infancy (are they a creditable target?). There is controversy in this area, because children who attend day care centers and who are more exposed to recurrent respiratory infections have been shown to have less asthma later in life. Possibly some subgroups at greater risk of developing asthma, such as infants who are young at the beginning of the virus season and those with an atopic background, may benefit most from preventive and therapeutic interventions. METHODS. The response to allergen exposure was evaluated at 3 distinct time points, relative to influenza infection. To evaluate responses to allergen exposure during the acute phase of infection, mice were inoculated intranasally with influenza type A virus and then exposed to a low dose of HDM daily for 10 days during the peak of acute inflammation. The second experiment investigated whether HDM-associated changes in the inflammatory response were transient or long-lasting. The mice were inoculated with influenza A and challenged with HDM as described previously, but the animals were allowed to rest for a period of Ն30 days, after which they were reexposed to HDM for 3 consecutive days. In the final experiment, mice were exposed to HDM after resolution of the influenza infection.
RESULTS. In mice inoculated with influenza A, there was a preferential increase in the activation of CD8 ϩ T cells over CD4 ϩ T cells and an increase in antigen-presenting cells, particularly plasmacytoid dendritic cells, as expected after a viral infection. Exposure to a low dose of HDM during the acute phase of influenza infection led to significantly increased numbers of mononuclear cells and eosinophils in the lung. Flow cytometry revealed a robust increase in the number of CD4 ϩ T cells, specifically T-helper 2 (Th2) cells, and this increase in Th2 cells was much stronger in the influenza-infected HDM group, compared with the HDM-alone group. Exposure to HDM during the acute phase of influenza infection also resulted in significantly elevated levels of HDMspecific immunoglobulin G 1 (IgG 1 ) and IgG 2a . Mice exposed to HDM allergen during the acute infection also demonstrated enhanced lung dysfunction and significantly greater goblet cell metaplasia and mucus production, compared with mice treated with HDM allergen alone. Mice that were rechallenged with HDM (experiment 2) showed responses similar to those listed above. Finally, mice with a first exposure to HDM that occurred after resolution of the influenza infection had an attenuated HDM-associated inflammatory response.
CONCLUSIONS. The study shows that the Th1 immune environment created during the acute phase of influenza infection leads to enhanced, rather than attenuated, allergic sensitization and inflammation in response to aeroallergen exposure and that these effects are longlasting. In contrast, allergen exposure that occurs after the resolution of influenza infection does not result in an enhanced inflammatory response.
REVIEWERS COMMENTS. There has been great interest in finding ways to divert the immune system away from a Th2 allergic profile. Previous studies suggested that viral infection may afford protection against allergic disease by promoting Th1 responses. This study clearly shows that, despite the Th1 state induced by influenza A infection, the immune system is driven to a robust response to concomitant allergen exposure. Whether influenza or other viruses play a similar role in humans remains to be seen.
